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AR JP 08092216 A UPAB: 1 9960618 

N-contg. bicyclic heterocyclic derivs. of formula (I) and their salts are 
new. A= CH2CH2, CH=CH, Ctriple bondC, SCH2, CH2S, OCH2 or CH20; X, 
X" = C or N provided that they are not both C. Y = NHR, OH or COOR; R = H 
or 1-4C alkyl; n = 1-8. 

USE - (I) are useful for treating allergosis and immunological 
allergic rhinitis, allergic conjunctivitis, allergic dermatitis and 
bronchial asthma. 

ADVANTAGE - (I) inhibit IgE antibody production. 
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(54) [fgBj3©£*M ^a*=ant**aiR*#*j:tK^n*^«rT*E£*«ai 



(57) [£»] 
[#t£] 



en 



v 

j£ [I] <5S<K A«CH 2 -CH 2 , CH=CH, C 
*C (fcjEU *«=*ig-&&*-r. KTRIE. ) . S 
-CH 2 , CH 2 -S, 0-CH 2 , SfettCH, -O 

SrSL : x, x' *5«tt^x" \t^mm^rz\t^.mm^ 

t») ; YHNHR, OH, £fz\tC02R (R«*^m 



(2) 



#M¥8-9 2 2 1 6 



[St#JB 1 1 * [ I ] 
Utl) 



[i] 



"XT' X' 

(j£sf>. AteCH 2 -CH 2 , CH = CH, C*C (fc 
fc'U *ttHMSg'&£jK-f. fiTFHU. ) , S-C 
H 2 , CH 2 -S, 0-CH 2 , SfcHCH 2 -0£* 
b ; X, X' *5«fctfX" IJK^f^SfcBiil^S:* 10 

lA) ; YttNHR, OH, SfcttC0 2R (Rtt*^JS 

n«i-8©g&£*-r. ) T*sn*^S!*^mtit 
xaig$*tt£fctt*©EaE±tf83n«tt. 

[»*«2] A^CH=CH, S-CH 2 , CH 2 - 

S, 0-CH 2 , ifcliCH 2 -o€*-rw#«ie* 

[»*j»3] x, x' *3j;^x" ©3'6Vi-rna»— 15 20 
timmm.^z* & 0 ©— ■otmmm^^rrn^.rM 1 * 

fc« -2 E«©*ft*=:Smt*Jltai«l*#*fctt-€-©BEIII 
IIS** 4] x^g^I?, x' tx" ^M?, 

A^S-CHj , CH 2 - S£fc«CH=CH£*T ; 
SfcteX' a*«S*SH\ XiX" a**JWr?. A^CH 

=chs*i-; sfcisx" ana**??, xtx* tmm 

sr?, a^o-ch 2 1 E*©^9E*=PI 

HIM&S5] nj&»2~6©SEft*3iSU Y#NH, . 30 

T^^n^w^Ji i ~ 4 v»-rn*>-3!ic*©-&a*— ill 
m#gt 6 ] i ~ 5 n&m<D'£g.m=.m#.mmm 

[M#fll7] 7 WI^-SJBflHW**, IgEj5x#:jg£ 
»ft!flU13 fe©T*St**^ 6 Xtt 7 fcEffi 

Mt:&9i8] 7WP3 £ -£art*SUff£tfA, 7W^ 40 

-tt**. 7wm s -ttiSK#, 7 htr-ttftjuifcT* 

*l»*«6E«©7WU*-«ftfflJa. 

[W#JS9] ft2g£Afll3!l£t. j&£flfcft#g±WfWfe 

jss4^tT*^«i«iJa-c**i»*3B6ia«©#Bi«* 

[M#8 l 0 ] mHOA i~5 Ett©^£*=ilt&tt* 
[»9i©flMi>MWn 

[0 0 0 1] 50 



[0 0 0 2] 

«a. 7hbr-tt&j»*. 7u;i^-tt«*t*fcft*s 
x-^-©»mat**&s«**&r - 

&ftTlr»S. *LT-*©fif6te$6l8Eifn:/y >E (Ig 

e) ti*j4n*«-^©Fc«»*««iaBt±©«*#Kis 
s. *H7w;u*— *a©JS#©jfciii , * , *fctta<in+© 

I gE©^tttt#AK:Jt«I^Tt>!«*SST:ii;fi*» 

s&fgft i £*fc-r c t s nx v»**r > * - p -f * > 

4©f$«W&g£fcK«>enTl/>-5. ItAbt, Ig 
E*ri;#©;g££tt]*.& C tA»-C*ntf7 WMr-gsS© 

»** ±tf ^KKiasRsaw-rs *>© sns*. 

ISCJl/W-OMiTttl gEtfi#:©S*:ffiJS"JtC 
«fc 0 7 WI^-*SS©*iE«tl-a fc*#JteteS£!C{Jt£n 
T^fcV». *-ZT*HflfcI gEif[^S^«l$iJ»JSrt#-5^ 
t *«T^titi» &r b ^m&(D7 }/ m&thtiiM t b 

[0 0 0 3] Sfc. »«fi-*H&*i£ft. • 

JR. Wife. IFF*. ^#14X'J^V h-fX (SLE) * 

*^#*"*^*#<*©ail&*£*»II6tt^Kfti;© 
3t£#»«&&«fclfl«tt©#ttfcH-r*"S - 6*XT 
En&waa&fcttXy-ci-f F*-*>l!6£©#fcBEMiW 

[0 0 0 4] — I BEJK#S±»«fPffl* 

*-r*fl:'&«fct3v>T, wAawn 3 ! 1 1-1068I8 

^*5«t(^HK#fF^5IWO 9 0/1 2 0 0 1 ^WfflWiZ 
^WSSSftT^S. b^Lrne.©#fF(C|Stl$tl 

©•^****j|4:tt^fc-l-©*«*«»**. 

[0 0 0 5] 55-079372 

[0 0 0 6] iOiifcffifcStfBteMfrT, *fgH#&£ 

^<w^©igm. *»Bjtcsij^bfc. 



(3) 



&MW-8-9 2 2 1 6 



[0 0 0 7] 

[i] , 

[0 0 0 8] 
lit 2] 



[i] 



[0 0 0 9] (SCtf, AttCH 2 -CH 2 , CH=C 
H, C * C (tzfzV. *«Ei^$*t. UTm 
U„ ) „ S-CH 2 , CH 2 -S, 0-CH 2 , 3Lfz\Z 
CH 2 -O^SL ; X, X' ^.k^X' ' tt^St^* 

UtfC^Tteft^) ; YttNHR, OH, $fcliCO z R 

-T) ; nJS0-8©aEftft*-r. ) T^^tl^.^ 

[0 0 10] ±I3SC [ I ] ICtStvrAteCHa -C 
H 2 , CH = CH, C*C (fcfc'L. * 
T. &TIrIU. ) , S-CH 2 , CH 2 -S, O-CH 

2 , *fe«o-cH 2 s^fc-ra*. ci ti a a* 

CH=CH, S-CH 2 , CHj-S, 0-CH 2 , * 
[0 0 11] it [I] IC&WTX, X' *5cktXX" tt^ 

x" cD^-^^-rn^— ■znfi&mmT'S:* mv<D--otfm. 

[0 0 12] 5* [I] fC^ViTX^SRJS^-S^bX' 

CH, S-CH 2 , 0-CH 2 , CH 2 -O, CH 2 - 
S^SSbVi. 4 1 TbCH=CH, S-CH 2 , CH 2 

-sii«asi/V>. 

[o o 13] [ i ] iciswrx' 
x, x" ««R*ff*ari*. 1 



ftAil/TttCH, 



-CH 2 , CH=CHj5*S3;L^. 4 J T' ! bCH=CH^ 

[0 0 14] 5£ [ I ] II*WX" 
X, X' tfJSHMS-y #(CA«hL-T«0-C 
H 2 , S-CH 2 ^a^UVi. tfTfcO-CHz ^g* 

[0 0 15] 3£ [ I ] IC&^TYfctNHR, OH, £fc 
BCO a R (Rt£**fl(?£ft:ttC, - 4 <DteMlT)V*r 
JUaStSStoT) ^TfcNHRSfcliCO, 

[0 0 16] iS [ I ] JC*5^SYdtNHRT^$n-5B# 



10 



20 



30 



(n-. i-)^atf;US, (n-, i -, t -) 7^ 
[0 0 17] 5$ [ I ] K&ttSY/^COj! RTi^tli 
(n-, i-)^atf;HS, (n-, i -, t -) 

*#a*ixv». 

[0 0 18] ntil~8©&S8c£*T#&^T : k2~6 

[0 0 1 9] j£ [ I ] fcfc^T, X, X, ' RtfX" R 
UtAtYRtfntOffSL^a^ttLTtt. X, 
X, ' RZfX" RZfiAtfM)£V>&o\Z*:n?tltit-m&L 
a*-&-a:«tUTJE«Sn-5»^tl. Y#NH 2 Sfctt 
C0 2 R (Rtt*JMK?*fctt*^l'***?") tni 5 
2 ~ 6 ©8ES©«-&**tf* £ <h7jtT^-5. 

[0 0 2 0] *9gH®ffi&&=:SRtttt*lRBitttt®#B 

*. fci5«fliK:«£V>2— 'j;H6i:Pf 
[0 0 2 1] 



40 



10 1 2— (3— 

1 0 2 2— (3—^/ 

1 0 3 2— (3—*/ 

1 0 4 2— (4—+/ 



10 5 2 

10 6 2 

10 7 2 

10 8 2 

1 0 9 2- 

110 2- 



- (4-*y 

- (4-+/ 

- (5-*/ 
(5-*/ 

(6-*y 



50 



111 2— (6— 

112 2— (4— 
ASK 

113 2— (4— 

114 2- (5—+/ 
ftJg.#g? 



'JJltti'l'utt-j-S K) ft 
iJMt-^DWSK) ft 

u;p^->^Dtr^5 H) ft 

UM+->^tS h') ftA« 

'J*f*^t3l«) ftA#tt 
'J^^tSK) ftMtt 

'j;^*^>^^-5H) ftAS 

y^W^tSH) ftAS 

'J^^^lt^-S K) ftJMI 

iJ^^^-y-^S K) ftJL« 

'J H) ft 

u^^^p^y^^-s H) ft 



(4) 



8-92216 



115 2— (5-^7 VJls^Jltt^yf-fS. F> 

116 2- (e-^/U^M^f^+ttSh*) 

117 2- (6-*/U;t>*^5 t *'\*-tfv*-5F) 

118 (E) -2- (5-+y V)l>-4-1>7"t-S. 
F) £.E#g£ 

119 (E) -2- (5-+yJJl'-4-'<>ftS 

F) io 

120 (E) -2- (6-^U^-5-A^tt5 
F) 

121 (E) -2- (6-*y i JJl--5-^-t:t5 

F) 

122 (E) -2- (7-*>"JJl/-6-^ft5 

123 (E) -2- (T-t/'J^-e-^ftS 
F) 5feJB.#»*^JU 

124 (E) -2— (5— (3—*yV—M -4- 
"Ot-^S F) £,ft#B£ 20 

125 (E) -2- (5- (3-+yJz;W -4- 
^>5^-S F) ^ 

126 (E) -2— (6— - 5- 
^■fc^-S F) 

127 (E) -2— (6— (3-*/ -5- 
'vfr-fe^-S F) SfcJB***^ 

128 (E) -2— (7— (3-*/'JrJW -6- 
A7ft5 F) 

129 (E) -2— (7— -6- 

^77-}- s. f> ftBrnm*^* 30 

1 3 0 2- (3- (6-*/'J^M*y) fcf:* 

131 2— o- (6— ^"Dtr* 

1 3 2 2— (4- (6-+yU_m-» 
F) &Jft#tt 

133 2- (4- (6-*y 'J-;m-*-» 
F) £AS»*^ 

1 3 4 2— (5- {6-^/'J^Mt-» s<>?-}- 
5 F) 40 

135 2- (5- (6—*;v=.)itt~» <o9-r 
5 f> nAmttm 

1 3 6 2— (6- (6— u-;M-*-» 'v^-y-^- 

5 F) 2rJ.SK 

1 3 7 2- (6- (6-+/'J^M+-» ^^tJ-^- 
5 F) 5feA***?-JU 

1 3 8 2— (5- (6-^/ ij— ^>^-^-5 
F) goftS& 

1 3 9 2— (6-*/ U^^^JI/^v^-y-^-S 

F) ^ESK 50 



140 N— (2-75/7I-W —3— (6—*/ 

141 N- (2-75/7xZJP) 

^-yDtr^-^-= F 

1 4 2 N— (2-7S/7i-W —4— (6—^7 
■J 3. F 

143 N — (2-7= /7iZJW -4— 
jf^^S F 

144 N— (2-75 /7iZJW —5— (6— 3=V 

145 N- (2-7S/7I-W -5-+;^^? 

5 F 

146 N- (2->f;P75/7i^W -3-*; 
•JJl/^yDfcf^S F 



^■<d mm±m- n s n % m. -^m^mt <t r & 7 wi^-« 

[0 0 2 2] I gEfi*i»M$1ISii: 

mtVT\*mtuxm. i g^M.> 7^-tt»*. tf 

tf-tt&*ifc, 7 U;i^-ttl8imfc. *Jff#. 7^7 w 

ttftifc, 7 wu^-tts&jgi^ 7 f tf-tt&jii&^frs 

[0 0 2 3] Sfc^^OjgpJ^tri^^WiaSr^i 
T*ft!9EW»Wi!lfctt, I gERtfl gGffi#g£«l3iim 

J ^ifflJia^ttTifflSg©i«Jt^>?£14^*Sll:-r^*?f'JTS. 

ttMS5y7V3% tMxUrvH-r^ (SLE) . 

ffijgse. »*M-»m^*. jff&> -y-;i/ 

[0 0 2 4] &i5, *%BJ{cJ:^mteS: [I] TSStt 



(5) 
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[i] <m£e;y)$:mz>ztip-v%2>. 

[0 0 2 5] 



O Y 
A — (C^ln-A^ + H N 

[»] 



[III] 



[0 0 2 6] U&±.$i&j£tp<DA, X, X' , X" . *3 
[0 0 2 7] I^Stl/Ttt. «A5-T H*«*-rs* 

r no^s fes*w \z tt4Mn -c « * . 

[0 0 2 8] »A5-f K*e*-r*»^ [II] £ DMF 

«<b5 i #=;i'a:£©ADy>fl:a*fffflsi±T [ii] © 
#«et»c[iii] ts*aii'«^t'r [i]s»*nfctf«-c 

[0 0 2 9] — SA7^ HSSitanffittf^T- 

ad 'j >«i*7\>hh. ~>7/v >mx.7>7-)WA 

&£3Ssr*&flH*fl;ai&fflv*T [II] *flH£ffcU n 

[0 0 3 0] H©J:'5fcLT»Sftfc [I]t6V>TY*« 
C0 2 RTR35<«;»T;i'+JUS***>-r«-&, i&gKJfc 

[0 0 3 1] £©J:'3ICLTl§Sn&±B2j$; [ I ] TtR 

3. vloa©*^^->i:bT«. Na. KC0J:^^:T;i/* 
•J&JR*? 1 :^ ; Mg. CaO«t^^:7;P*'J±«^*5 1 

; Al, lnQ>&5ti.&M%9-*> : T> ; & 
-7, MJlfJl/75>, Ifl/>y75>, fcf'J v 
>, »J-». nU>. T;U^->, ^7-5?>. MJI 

— Jl/75 >> N, N-i^^^^X^y— >, 

ue?>. N-^5 1 Ji'i/;i/*5>. £Oi/:3iJ-3 
MtJttr>. "Jv>, n'J>. N, N-v^tMI/X^/ 

[0 0 3 2] Sfc. ±ES [ I ] -CwSnSft^llttt 

©#*»^ na**? jWMe lt* o as ens co'fb-a- 



)^_A — (CH 2 )n-A 



H v 



[I] 



£Jtfftfc. 

h;Px>>U!'#>»&£©a«±l**2n*tf«BM«* 

io ifsns. &j&»*r*>. safe, ititt. 7v;n. t 

[0 0 3 3] *««©*«*— SRtt**»»§*#:*Jfctt 

CioT. «PWfc»*WillMlRi*i, AT. e 

a. ann. am. *A*i!©#«awK«-^-r*et 

20 ;i/fflf«£i:^#tf 

[0 0 3 4] i£W©»IRK-rSKtt. fcl*.«?L». -r> 

&£©ia^»i ; 7;u^>m^- t- u h u 

[0 0 3 5] m*m. *at>B«K±EOR»JW 

[0 0 3 6] ffiffll. «»«!. ^Py^Pltt«*.tt. HJ 

30 *yj'J>, h'J7-fe^>*©^'J-t'J>XX^JU« ; 
x*y—;i/«s©7Jl«o— ;MB ; # ; h^tnnvi, $g 

[0 0 3 7] i3Zf^MmMR83&* WiM. »*V»tt«Sa 
[0 0 3 8] »Kft. ST. ttrtrt«*©aiffl4:LT 

tt> ^-U"f >gfx^;i/^©ffi*tL5-5*«xx^;u^t* 
SiasiJ. fLflda. »«?pj^ ftffiaftif*** 

50 SitfcttS. 



(6) 

9 

[0039] m&i&^omMiiVTte. «*.«ot«h, 

Igfljft* ; yifl/>i"J3-^ ; V)U 7 flgBft& 

[0 0 4 0] \g.M&. J *V>ttlbl~te* ^7f>V7h*y 
[0 0 4 1] ^BSfflO^MtbT«, *tt**V>»4#* 

jHr;i/a— tJ-Jl-tilu— t h*n^->yntf;i/ 

-5. 

[0042] sfc, jftt»jw&m?mcjfl:#-r*aa!ti/ 

[0043] ifc©A©fe«e>ic«, *ra«»a:«ffl©« 
HBaj&aj t ©»* * fc v» 6 n, w *. «» a 

[0044] t 

<***. «a«#T?tta*l~5 OOig/B/AgflE 

ffSb<«l 0~3 0 Omg/B/AT&O, StM 

jgPWS-^XliO. 1-1 0 0mg/B/AggT. if 
£L<«0. 3~3 0mg/B/AT**t)u©i^S* 

[0 0 4 5] 



#i¥8-9 2 2 16 
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*. 

[0 0 4 6] [Hi60)J 1 ] 

2- (4- (6-*yjn;M-*-» ^t5H) *£& 
#»*=F)V (fc^#1#^133 ) 

[0 0 4 7] 

lit 4] 

H coaM9 
[0 0 4 8] 3g*»H»T. 4- 

-» 6S& 278 mg (1.2 mmol) Zl&iktt— )l 5 ml tC}§ 
#?U 35"CT2HPM«#bfc. RJS**X/t#W- ^~ 
-CW8U aWSftlittrt:*^^ 15 nLfciMfUfc. 

if#lITuOi$^, T>hy=-)im^^)l' 180 m 
g (1.3 Dunol)i:hUX5 1 Jl/7 5> 300 mg (3.0 wool)© 

immt**-i'>mm « mD (c-78*ct*?stlt, -t 

ft]*., ffi^^^^>T2[Hl}4tHbfc. *r«H£l§*n&:& 
*T*ife#«. **^g^HJ?AT$£tSIU mtit&'glk 

MTZt. mmfc&®) 130 mg (0.36 mmol)7W#£n 
fc. 

[0 0 4 9] JR*£3 0 % 
'H-NMR (DMS0-d6) d: 

2.32 (2 H, quint, J = 7 Hz), 2.72 (2 H, t, 1 = 7 
Hz), 3.87 (3 H, s),4.21 (2 H, t, J = 7 Hz), 7.05 
-7.11 (2 H, m), 7.31 -7.38 (2 H, m),7.55 (1 H, t 
d, J = 7 and 1 Hz), 7.96-8.03 (3 H, m), 8. 71-8.77 
(2 H, m) 11. 17 (1 H, sbr) 

[0050] im&m 2 ] 

2- (4- (6-t;ur)^-» ^»t5 P) feft 

SBS «h^#l#^132) 
[0 0 5 1] 
Hfc5] 

A N J^J 

[0052] mmm 1 •vnztutit'SVi&Tkwtit-r h u 

V A^TKSHfc'J Aft £TrlP*iW»f a c tT-mtzik 

[0 0 5 3] 1 H-NMR (DMS0-d6) 5 : 
2.16 (2 H, quint, J = 7 Hz), 2.62 (2 H, t, J = 7 
Hz), 4. 19 (2 H, t, 1 = 6 Hz), 7.12 (1 H, t-like, J 

= 8 Hz), 7. 36-7. 41 (2 H, m), 7.45 (1 H, dd, J = 
8 and 4 Hz), 7. 55 (1 H, t-like, J = 8 Hz), 7.89 
(1 H, d, J = 10 Hz), 7. 97 (1 H. dd, 1 = 8 and 2 H 
z), 8.22 (1 H, d, J = 8 Hz), 8. 50 (1 H, d, J = 8 H 
z), 8.72 (1 H, dd, J = 4 and 2 Hz), 11. 5 (1 H, s, 
br) 



(7) 



-92216 



11 

[0 0 54] mmm 3 ] 

2- (4-*7 'JJl/^a-T^-i-S H) ^^^^U 

ah-^#i^#io7) 



[0 0 5 5] 
lit 6] 



CQ2MO 



10 



J = 7 
7.06 



[0 0 5 6] iR*6 1 % 
1 H-NMR (CDC I 3 ) <5 : 

2.27 (2 H, quint, J = 7 Hz), 2.67 (2 H, t, 
Hz), 3. 48 (2 H, t, J - 6 Hz), 3.85 (3 H, s) 
(1 H, td, J = 7 and 1 Hz) 7. 21 (1 H,d, J = 8 Hz), 
7.39 (1 H, t-like, J = 8 Hz) , 7. 51-7. 59 (2 H, m) , 
7.68 (1 H, d-like, J = 8 Hz) , 7. 83-7. 88 (2 H. 
in). 7.98 (1 H, dd, J = 8 and 2 Hz), 8. 74 (1 H, d, 
J = 8 Hz), 11.06 (1 H, s br) 

[0057] immm4] 

#•§-106 ) 
[0 0 5 8] 
Mb7] 



jp 



[0059] JR^55% 
1 H-NMR (DMS0-d6) 6 : 
2.08 (2 H, quint, J = 7 Hz), 
Hz), 3.37 (2 H, t, J = 7 Hz), 
Hz), 7. 38 (1 H, d, J = 9 Hz), 



CO2H 



2.55 (2 H, t, J = 7 
7.02 (1 H, t, J = 7 
7.40-7.45 (1 H, m), 



7.49 (I H, 
1 Hz), 7. 
= 7 Hz), 7 
H, d, J = 9 
(1 H, s br) 
[0 0 6 0] 



jp 



N 



NH 2 



20 



d, J = 8 Hz), 7.65 (1 H, td, J = 7 and 
81 (1 H, d, J = 8 Hz), 7. 88 (1 H, d, J 
98 (I H, dd, J = 8 and 2 Hz), 8. 15 (1 
Hz), 8.50 (1 H, d, J = 8 Hz), 12.9 

^f^H «fr&tt>#142 ) 
[0 0 6 1] 
Mb 8] 

o 



30 



12 



(1 H, t-like, J = 8 Hz), 7. 17 (1 H, dd, J = 8 and 1 
Hz), 7.39-7.50 (3 H, m),7.92 (1 H, d, J = 9 H 

z), 8.24 (1 H, d, J = 8 Hz), 8. 73 (1 H, dd, J = 4 

and 2 Hz), 9. 17 (1 H, s br) 
[0 0 6 3] [%SK0!I6] 

N — (2-7^/7x^) -4-^/UJ^^t 



40 



«frfr«l*#143) 



[0 0 6 4] 
Mb 9] 



[0 0 6 5] iR*4 3 % 
1 H-NMR (DMS0-d6) 6 : 

2.05 (2 H, quint, J = 7 Hz), 2.53 (2 H, t, J = 7 
Hz), 3. 37 (2 H, t, J = 7 Hz), 4.85 (2 H, br s),6.5 
3 (1 H, td, J = 7 and 1 Hz), 6.71 (1 H, dd, J = 
8 and 1 Hz), 6. 89 (1 H, t-like, J = 8 Hz), 7.16 
(1 H, dd, J = 8 and 1 Hz), 7. 38 (1 H, d, J = 9 Hz), 
7.49 (1 H, t-like, J = 8 Hz), 7. 70 (1 H, td, J = 
8 and 1 Hz), 7.88 (2 H, t, J = 8 Hz), 8. 16 (1 H, 
d, J = 9 Hz), 9. 15 (1 H, s br) 

[0066] immm7] 

2- (6^y'JJ^^t5P) ^til^f^ 



^111 ) 



[0 0 6 7] 

Mbi 0] 



ay 



up 



CQ2M8 



[0 0 6 8] 1R*6 0% 
1 H-NMR (CDC 1 3 ) <5 : 

1.53-1. 66 (2 H, m), 1.80-1.91 (4 H, m) , 2.48 
(2 H, t, J = 7 Hz), 3. 36 (2 H, t, J = 7 Hz), 3.90 
(3 H, s), 7.07 (1 H, t, J = 8 Hz), 7. 19 (1 H, d, J 
= 8 Hz), 7.40 (1 H, t, J = 8 Hz), 7. 54 (1 H, t-li 
ke, J = 8 Hz), 7.61 (I H, t-like, J = 8 Hz), 7. 70 
(1 H, d, J = 8 Hz), 7.86 (1 H, d, J = 9 Hz), 7. 91 
(1 H, d, J = 9 Hz), 8.02 (1 H, dd, J = 8 and 2 H 
z),8.74 (1 H, d, J = 8 Hz), 11.07 (1 H, br s) 

[0069] immm s ] 



[0 0 7 0] 

Mb 1 1 ] 



[0 0 6 2] IR* 3 1 % 
1 H-NMR (DMS0-d6) 6 : 

2.13 (2 H, quint, J = 7 Hz), 2.57 (2 H, t, J = 7 

Hz), 4. 18 (2 H, t, J = 7 Hz), 6.54 (1 H, td, J = 8 

and 1 Hz), 6. 71 (1 H, dd, J = 1 and 8 Hz), 6.89 50 




OOsH 



[0 0 7 1 ] IK*? 5 5 ! 
1 H-NMR (CDC 1 3 ) <5 : 



(8) 

13 

1.61 (2 H, quint, J - 7 Hz), 1.80-1.91 (4 H, m), 

2.49 (2 H, t, J = 7 Hz), 3.35 (2 H, t, J = 7 Hz), 

7.10 (1 H, t, J = 8 Hz), 7.21 (1 H, d, J = 9 Hz), 

7.41 (1 H, t-like, J = 8 Hz), 7.57 (1 H, d, J = 

9 Hz), 7. 63 (1 H, d, J = 9 Hz), 7.70 (1 H, d, J = 

8 Hz), 7. 87 (1 H, d, J = 9 Hz), 7.94 (1 H, d, J = 

9 Hz), 8.09 (1 H, d, J = 8 Hz), 8.72 (I H, d, J = 
9 Hz), 10.94 (1 H, s) 

[0072] [mmm 9 ] 

(E) -2- (7- (3-*7U-;U) 10 

[0 0 7 3] 
Hb 1 2 ] 




[0 0 7 4] JR*7 2 % 
'H-NMR (CDC 1 3 ) <5 : 

1.65 (2 H, quint, J = 7 Hz), 1.87 (2 H, quint, J 
= 7 Hz), 2. 36 (2 H, q, J = 7 Hz), 2.51 (2 H, t, J 20 
* = 7 Hz), 3. 90 (3 H, s), 6.41-6.59 (2 H, m), 7.07 
(1 H, t-like, J = 7 Hz) , 7. 48-7. 67 (3 H, m), 7.76 

(1 H, d, J = 7 Hz), 7.98-8.07 (3 H, m) , 8. 75 (1 
H, d, J = 9 Hz), 8.96 (1 H, d, J = 2 Hz), 11. 1 
(1 H, s, br) 

[0075] mmm 1 o ] 

(E) -2- (7- (3-t;'JrjH -6-s\7tJ- 
[0 0 7 6] 

Hfcl3] 30 




[0 0 7 7] JR* 5 3 % 
^-NMR (DMS0-d6) 6 : 

1.58 (2 H, quint, J = 7 Hz), 1.72 (2 H, quint, J 
= 7 Hz), 2. 28-2. 32 (2 H, m br), 2.45 (2 H, t, J = 
7 Hz), 6.62 (2 H, m), 7. 12 (1 H, t, J = 7 Hz), 7. 
52-7.59 (2 H, m),7. 68 (1 H, dt, J = 2 and 7 Hz), 

7.91 (1 H, d, J = 7 Hz), 7. 95-8. 00 (2 H, m), 8. 40 
25 (1 H, d, J = 8 Hz), 8.52 (1 H, d, J = 8 Hz), 9. 
01 (1 H, d, J = 2 Hz), 11.36 (1 H, s br) 

[0078] imrnm m 

(E) -2- (7-^yu;u- 6-^7-^-5 H) gj& 

[0 0 7 9] 
Hbl 4] 




4f§l¥8- 9 2 2 1 6 

14 

[0 0 8 0] 6 9 % 
l H-NMR (CDC I 3 ) <5 : 

1.67 (2 H, quint, J = 7 Hz), 1.87 (2 H, quint, J 
= 7 Hz), 2. 40 (2 H, q, J = 7 Hz), 2.50 (2 H, t, J 
= 7 Hz), 3.90 (3 H, s), 6. 70-6. 89 (2 H. m). 7.06 
(1 H, t-like, J = 7Hz),7.43-7.69 (4 H, m), 7.75 
(1 H, d, J = 8 Hz), 8.00-8.07 (3 H, m),8.74 (1 H, 
d, J = 9 Hz), 11.1 (1 H, s br) 

[0081] mmm 1 2 ] 

(Jfr&%Jg^ll7 ) 
[0 0 8 2] 
lit 1 5 ] 

H COjWto 

[0 0 8 3] JR¥ 72% 
'H-NMR (CDC I 3 ) 6 : 

1.40-1.48 (2 H, m), 1.57-1.76 (4 H, m), 2.39 
(2 H, t, J = 8 Hz), 2. 50 (2 H, t, J = 7 Hz), 3.92 
(3 H, s), 4.00 (2 H, s),7.06 (1 H, t-like, J = 8 
Hz), 7.46-7.57 (4 H, m), 7.68 (1 H, m),7.78 (1 

H, d, J = 9 Hz), 8.00-8.05 (2 H, m),8. 12 (1 H, 
d, J = 8 Hz), 11.2 (1 H, s br) 

[0 0 8 4] mmmi 3] 
2- (6-^/ujp>y;^^^-»±$ H) 

(fc^&F#j§il6 ) 
[0 0 8 5] 
Ut 1 6 ] 

M OObH 

[0 0 8 6] JR^6 1 % 
'H-NMR (CDC I 3 ) <5 : 

I. 40-1.52 (2 H, m), 1.62-1.79 (4 H, m), 2.43 
(2 H, t, J = 7 Hz), 2. 57 (2 H, t, J = 7 Hz), 4.26 
(2 H, s), 7.5-7.9 (6 H, m) . 8. 18 (1 H, dd, J = 8 a 
nd 2 Hz), 8.29 (1 H, d, J = 9 Hz), 8. 30 (1 H, d, 

J = 9 Hz), 8.57 (1 H, d, J = 9 Hz), 11.1 (1 H, s 
br) 

[0 0 8 7] Ktfll 4] itA^h h*«J6L*>&, 

-4 (2000/z g/mlK SxCD40jr[#:(2mg/ml), 45«k^IL-10 
(100 us /ml). <D#fiETT% -«m#*«-t®±»<01 
gE43J:^IgG*^-tr> K-f y^ELISAffiTSS^Lfco ££J£ 
fl^BMHfl 1 0*#T^IgE(Oil« 

[0 0 8 8] 
[311] 



(9) 



^M¥8-9 2 2 1 6 



15 



16 





IrE (ng/ml) 


IgG^g/ml) 




108.8 


24.4 


tfrfrftllO (3 »iM)&# 


14.8 


20.4 



[0 0 8 9] [jfcKm 5] &fifem 4£l3ttiw£lk& 



*§106 0D{b-&4 
[0 0 9 0] 
[*2] 





IeE(neAnl) 


IgG()iR/ml) 




10.5 


5.30 


1 4 2 (3»M)## 


6.00 


5.51 


ffrfrtt 10 6 (3tfM)## 


3.00 


1.42 



[0 0 9 1] 
[0 0 9 2] 



16] 1 t&fiX. ©assa* 



OK 2 3 018 

t5*tf*C*anr»fc5 s >:/> 8 Ong 
#U tfs^U hT^;Hf D'J H> 1 lis 
Xf7Xr7'J >Sv^y>?A 5ng 

W3 7 6«g 



20 



(51) Int. CI. s 

C 0 7 D 215/20 
215/36 



F I 



(72)! 



^M«BBS ; rtJ«|^JE4Tg 3#2^- 
ttiS^ttJfORflBS-fe -1*9 



(72)] 



HllJ!llSgiljTlT*&^3Ta i#i-^ woj 



